subjects with two APOE-e4 alleles, 3.1 years in subjects with one APOE-e4 allele, and 0.6 years in subjects who did not have APOE-E4 alleles. As 
subjects with two APOE-e4 alleles, 3 .1 years in subjects with one APOE-e4 allele, and 0.6 years in subjects who did not have APOE-E4 alleles. As subjects with earlier onset and longer duration are more likely to be diagnosed, we suspect that most diagnoses of AD and most prevalent cases are in subjects with one or two copies of APOE-e4.
It is important to realize that 19 of 95 affected subjects in our cohort of pedigrees and 64 of 176 autopsy-confirmed sporadic AD cases described by Saunders et al. (6) had no copies of APOE-e4. Twelve of 42 late onset families had affected members who did not have APOE-e4. The fact that these tended to be the largest and, based on simulation studies (16) (18, 19) . Such dose effects are difficult to explain through genetic linkage.
Although the mechanism by which APOE-e4 participates in pathogenesis is not known, the protein encoded by APOEe4 (apoE isoform 4) is immunoreactive in the plaques and neurofibrillary tangles that define the phenotype (20, 21) , apoE isoform 4 has higher avidity in vitro for P-amyloid than the apoE isoform 3 (22) and subjects with two APOE-e4 alleles exhibit greater P-amyloid staining at autopsy than other AD patients (23 Cell parameter (A) Fig. 1 . Variation of lattice parameter with iron composition for Fe,0 quenched from the following temperatures: 9000C (solid triangles); 10000C (solid circle); and 12000C (solid diamond). The lattice parameter was determined from x-ray diffraction cell refinement data, and the Fe compositions were calculated from either the CO/C02 gas ratios (9000 and 12000C data) or the composition of the Fe-Fe,0 phase boundary (10000C) (11) . Errors in content determination are estimated to be +0.003 and ±0.001, respectively. The straight line represents the linear relation used to determine Fe compositions (1) . Also plotted are the data of Carel and Gavarri (4) (Fig. 1) . The results of my synthesis experiments (Fig. 1) 
